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m&<D- 3$&feTV>5 (M^m^4 1:2141-2145, 198 9). t$\Z. jfo&gl 

©ftUtfiWFK^cK *RHfc&> &$t^Htl©zi > h n— ;V#8|l, < (J . Clinical Pharmacology 
32,196-209,1992 Rtf N.Eng.J.Med.324(26)1865-1875,199l) , B&B^fcte^idg 

Jto/JvK©^|^r«^fc%>ai<il#b SB, T-PAiPr o-UK, # 

k&pt, p p 5 - 4 o sssmmm, 1 9 s 6) . ^m^j*wsw>^-**y h^ux*^ 

(Bioavailability) tMS,< , ^ttffiT?t>BDS*s* X> (Biomed. Biochim. Acta 44,1 201 - 
1210,1985) , ^©tca^PSWmhn>tf>ffi.^30:TtT$nTV^V^ 

X>9H A (Key Enzyme)T?& D , h D >tf><fc D fe±^CWSfcfe*HT©W h 

(THROMBOSIS RESEARCH(19),339-349,1 980) <, 

if>g^W^«-t©ifi»tftI&nTVi5 (W5- 20 8946^, Thrombosis 
Haemostasis 71 (3), 314-319,1994 Thrombosis Haemostasis 72(3) ,393- 
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396,1994) o 

£fc, W09 6/1 6 9 4 T&HB&^Zn&7$i?S*7^)\4mfcX\t 

i) . 




Sfc, WO 9 9/0 0 1 2 WO9 9/0 0 1 2 6^, WO 9 9/0 0 1 27^, 
W09 9/0 0 1 2 8-i§\ WOO 0/3 9 1 1 1^ WOO 0/3 9 11 &CAVO0 
0/3 9 11 8#K:tt, XaHTBB^iUTTBBHR^CS$n*7i— 1^>5^TS Hb 



WO 9 9/3 2 4 7 7#fc«» S^MItbTTiaHSS^r^^nSiSlg^^^f 
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•tutt, *mm* tbbhkss (i) T^znzi^w>ffiw*x\* s t<D& mnz 



X 1 :-C(=0)-NR 4 - -NR 4 -C(=0)- -NR 4 -CH 2 - -0-CH 2 - -CH 2 -CH 2 -, X 
tt-CH=CH- 

X 2 : -C(=0)-NR 5 - X«-NR 5 -C(=0)- 

tu-;k ^dtu-;k ^^7;v^k>-c 3 _ 8 ^n7;k¥;k -E9cnv*v>-7 
u-;k -«T;Wri/>-^nTU-;k x«-c(=NR 6 )^g$£7;i/*;k 

R 2 :-OH, -OHEESRT;Wr;k -0-«7;k3rk>-OH, -0-S0 2 -OH, -OHffiRT';!/ 
^k>-COOE -0-«7J^V>CO0Hgi7JWK -COOH, -COOHgffc7 

R 3 : TfefcUffN AD^IIEP, X(«7MJK 

R\ R 5 , SlIXR 6 : |^-XJ^5:oT7i<^lgT> X««7;l^;k> 

7W ~;k7 U -)VX\Zz?7-& /in;w\^n 7 U -;k>^>fe?>^7 5 Fifg^^UT 
^fe^>if>^>^e.iC75 HM^^bT7U-;kX«^n7U-;k>i^ 
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So 
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s ^mcr)^M £brw:, M*J&*9Vk x5P;k ^otf;k -rv^ntyk y^;k 
-f v^;k s e c->^;k t e r t-y^;k ^>^;k -fy^>^;k ^^>^;k 

tert-^^K l-;Wk/5Vk 2-*7-)VZ&M 1. 2->>pWK7 p Ofcr;k ^ 

->;k -rw^k i-^^;v^>^;k 2-pWk^>^;k s-^fM^K 1, 
l-s^WK^k l, 2-^^;k/3Vk 2, 2-^^;k^;k l, 3-^^;k/ 
?p;k 2, 3-^^;k^;k 3, 3-i?^^;k^;k i-x^;k/^;k 2-x^;k/3=- 
;k l, 1, 2-hu^^;v^Dtf;k i, 2, 2-hu*^;k/Dtf;k i-x^i^i-* 
^)Vfu t!;k 1 -x^;v- 2-^^;vyn tyv^wf ens. ^nz<D^tm$m. 1 ~ 

V>o 

rru-;ki turn ^-^^-er^S^fteK^^^b, #?&v<\%$mm)S6 
~i4»tu-;^ jE^0^u<«7xx;k ^7^;i^wfs>n& 0 

fx-jk Euu;k -f$^/u;k t?^/u;k -fv^ryiuk -fvwjjk hu 
Ti/u;k ^h^v/u;k tfu^k trus^-;k tru^x;k fc?^>*x;k -r>FU 
;k -r>^vu;k -oFUv^k ^/u;k -fv*/u;k 3f^/ux>k ^f/u^— 
;k ^^uxik -»7Ux;k ^>x-r 5^/u;k -r^^/tru^k <*>\t75 

x;k ^kHP^>V7^x;k ^^US^k l. 2^>V<yWJ;k 
tWJJk ^>y^TVU;k ^i^VntfU^k -fV^TVntfU^k ^>V^ 

xr;i^w sns** cine izxmznz h<Dx*\zm\ 
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3- 8 ^nm;K -o-fi^^iTfe^WJ^K ap^>ih\ -nh 2 > -n 

HHg^T;^;k -N-(jfi|7W) 2 , -C(=NH)-NH 2 , -C(=N-OH)-NH r -C(= 
NH)-NH-OH, -C (=NH)-NH-C(=0)-0-fef 7J^;k -COOH, -C(=0)-0-« 
USSIbTfe^iliTMiK -C(=0)-0-fl^CTL.T ! b^:ViC 6 _ 14 TU-;K - 

c(=o)-o-flBS^s^rUTt>ja^'5rPTU— -cn, -no 2 , -oh, -o-co-s^ 

lS*bTt)^«7;l'^k -0-CO-NH 2 , -O-CO-NHHSRTJWrJK -o-co- 
N-((g^T;V^;W 2 , -SH> -C(=0)-NH 2 , -C(=0)-NH-({BKT;Wr;W> -C(=0)-N 

zijit rwMm&mvThs&ymrfr&v, si7^wk ffima c 3 _ 8 
wvxa7U-;vj cdwk£Ut«, ;\ny>Hf, -cooh> -ckokhhrt^Wt 

;k -OH, -NH 2 , -NH«7J14Jk -N-(fii7WJW 2 ^Wjf5n£. 

r/NP^r>^j ttyysws?, assist 3#*[8EF\ gmm^mvfBnzo mzm 

0£L^. X 1 «-C(=0)-NR 4 -, -NR 4 -C(=0)- -NR 4 -CH 2 -, W~ 

0-CH 2 -«l/<> -C(=0)-NR 4 - S.rX-NR 4 -C(=0)-^OT^b^io X 2 «-C 
(=0)-NR 5 - X«-NR 5 -C(=0)-^T*^ -NR 5 -C(=0)-^D^l^= 

Am, m*Bmim-~x\-mfr^T. ^>i£>gt nu^m j-7?u>m, tt?^ 

2- { [4- (4-*3VP-l, 4-v ? TifA°>-l-<;i/) ^>V^;VJ T$/} 
7-'JF> 3-t:Hn^v'-N 1 — (4-^. h^v-^> s /^;W — N 2 — [4- 
-1, 4->?TifA>-l— ^y^MM -1, 2-7xZV>yJSX 5-^P 
P-JV- (5-^PP-2-fc!'J^;W -3-tFD^>-2- { [ 4- (4-^;i/- 
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1. 4-^Tif/\°>-l--f;V) <*>*MM T^y) ^>XT5F> 5-^7Pn-3-t 
MfS^-2- { [4- (4-pWP-l, 4-^>-l-#) ^ 

>"MM my) ^>X7-u h\ mS5-^o=E-N- (5-^np-2-tfu^;w 

-3-fcFP^>-2- { [ 4- (4-^JV-l, 4-^TifA°>-l— f;V) 

vfomm, « mm. ijmii, m im, yutr^>m, s^-m vp> 
Htcs&wrau en comm. mm^\z^mnim^wmmm^m^jm 

&®J<D'7n}z?yif&Mj$t%>&tVT\& Prog. Med. 5:2157-2161 

(1 9 8 5) oBftstiwsa^ fejm&i 9 9 o^pj rm&&<DM$& m7m&=m 
tM63~i98 mzwffi&tix^z&tjmtf e>ti^o 
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(a)-w 1 

{ Ila ) ( ,a) 

-T&:|§£\ Wi^-COOH^^b, Q l ^-COOH^iti*-r^^W l «-NHR 4 ^i*i- 
§o Y 1 «-C(=0)-NR 4 - X«-NR 4 -C(=0)-SrS*-T^o R 4 tetufB©lc*£^ 

£o ) 

XijgA 

m^fflthTte. N, N-^v'^D^v'MM^ 5 H (D C C), l-X^;k-3- [3 

- (n, N-^^;VT5/) ynif;v] #;v#^f$F, #;i^x;w^-$^/-;k ^ 

7x^X^'j;P7^ H (D P P A)^X9^Mv*:fcU;k>XX F«ff»CJlV*SEi: 
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bu), N-/fHj^'j>« hux^vysx hu^^y^x ey$?>, 7K^b^- 

Hj^a, V^^AySh^(D»<Z)»TT?X«c:ne^»^«<i: 




<5W, A, B, R 1 , R 2 , R\ R\ X 2 \tWm<DM^^U Q 2 «-CHOXte, -CH 

2 -«a»t5. j&awtUTfck Any>®^ -o-(so 2 )-t;i4;k -o-(so 

□CgB 

g^&offc'&^ys ra^-s-ttfttett (ib) *^ritrs®sfirc»*. 
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R 3^ R2 C_N-R 1 r sX^ r2 k — ,-N-R 1 

(lie) < te > 
(5*#, A, B, R 1 , R 2 , R 3 , X 2 \mm<DM$£*mU Q 3 «, -CH s -mm&%m- 

3, WKtuu^ Any>ne\ -o-(so 2 )-7;i4;k -o-(so 2 )-7U-;i^*^ 
tf en*. ) 

aic) frfta* a i ic) <m&st>i£t)> &fs:^-cH 2 -mm^^Dit^mtL7Jvn- 



(a^-w 4 

R 3-« r2 " l^N-R 



<* ^B. ^ (llld) 




(lid) 




(le) 

GfcFfr A, B, R\ R 2 , R 3 , X 2 teMfS<2jt<*£>PrU Q\ W«Q^CHO» 



WO 01/74791 PCT/JP01/02673 

*T£»£\ W 4 tt-tH 2 -P + P h 3 B r "^(D^^-^Aiu -CH 2 -P (=0) (-OE t ) 2 ^ 
©3EU >t^X7r;k X«-CH 2 -P (=0) (-P h) 2 ^<DfcZ~7J >ttis FSlBfcU W 
4 ^-CHO^^-5«^-Q 4 «CH 2 -P + P h 3 B r VMM. -CH 2 -P (= 
O) (-OE t ) 2 m<DW) ^XXrJk X»-CH 2 -P (=0) (-P h) ^CDtJnT^ >ttis 

H^*-r^o ) 

ft^(IId) <bfb&tKlIId) cDM^fc>W£fr37;i^fc F ^Xfe^Alg, 3EU >^ 



^TOd)£^E&bte<Tfe, -cH 2 -cH 2 ^^^^^®s-efen^^^rn 

✓ — s. ^ — ,N-R 
(a^-^q 1 < Va > , r 

R 3 -Q- R 2 IiF 
(IVa) 
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(5$K A, B, R\ R\ R\ X\ X\ Q\ mWim<D%M&fttZ>o ) 
ICgF 

t;^;v>"j;k fityjw^Mcjk «7;wk^>#;i^~;k x;kj«i^ 

^ajfb-^(I) ^R^^OH^b^^^TMIB^^O-T^^HtS^ff 5 
^DR^^-O-^mT^^k -OH6t7j^V>OH, -0-ff7j^V'>C00H, 

-o«7Ji4i/>-co(>«7MJk)f^^J:tfe"ef§ 0 
mil) 4»R 2 #K)H<^b£#J& h U *^)VTH >-V-)V7 t~ V U H 

x;k*>Mrrs £ <h^£ o r 2 #*-o-s o 2 -OH<z>fb&% : &#3 n t#n:^& 0 ®cr 2 
X7.^;^^ffit-^>«^{c«, tl^c«#^l4^#T, X^JcMb^-hU^AzK^ 

^©ii^t^frTJPTK^-r-s c £ fed: x> r 2 ^;i/*^;i^?|q^^b^»s»s £ 
*mHk&h (i) ^am^— h u )\&&tt^^&m^T*mite&to (i) * assic t 

mt^m en *Am\z- b u ;k^rr^bs#jtt b u^wvr ^ y^ms-g^z ztiz 



li 



WO 01/74791 PCT/JPOl/02673 

tmm&to (i) tpAmizr sl i?ym&m-%<k&w<D&jmt lt«etf® c i > ~ gv) k 
*mMk&m (i) ^Agtc- h u ;i^&WT^{b^{c«^x^ET. ^ ^/-;i^x 

8k: 

^mm\^mdWAmz- hv^^mr^^z^vT^y, h uxw^x 
a^^c- h v)m*^%4k&wizm&m<Dm£rx>>ttv >m o, o-i?x.^)i*ftm 

^i^t^ (i) ^A^tr- h u jm&^r?2><k&mz7 >^e-t. mcr a t 
r^—:^ ^>'T>mT> ; E^A, ^v-T^mr;^;^^^^ N a NH 2 » 

(CH 3) 2 NM g B r ^S^^f^P^^o bTte> j!ijfE^{;r|l|#b&V>»£ffl 

(iv) t H u^y^yM^MTtr^m : 
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a, b, r\ r 2 , r 3 , r\ mtR 5 \%mmv>m$£&^rFz>) 

13\ Yfc^»(If)Xtt» ft^(Ig) ?K tfj|BTOi$M^ m-iOfiTfrfr 




(Via) 



(If) 
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W 



Cm- 



u >^b\ 




(Villa) 



G&K B, R\ R 2 , R 3 , Q\ W\ M$XH$Wm<DM$i&ftU Ufi-COOH, -N 
HR 5 > -CH 2 -UffilS, -CHO, -CHa-P+PhaBr-^^Xte^A^ -CH 2 -P(= 
O) (-OE t ) 2 ^©1<J ^XXfJK X«-CH 2 -P (=0) (-P h) 2 ^)*X7^ ^^v' 



^ >IOlliJ M^%iSjS$1i:?>^<hlCj:DU^-CH 2 -P + P h 3 B r-^O^X^ 
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( |lle > „ _ 



(Vlllb) ^ Nb ) 
GSFK As R 2 ^ R 3 WXH*MfBO^*^^T^. Z(t-COOH> -NHR 5 £Jc5fc-r£o 

mmtz> 0 Q\ QK Q\ Q\ W\ W 4 > R 4 t^uIB©«*^^rr^ 0 ) 

Q^q i £ % W^W&jt^t-^^ 'fb^CVI I lb) tik&mO. I Ie) (DU^t)^ 

Q^Q 3 W^-OHli*-r &3§£\ (VI I lb) (I I Ie) <m&&tttfr £ 
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(IVc) 

GW, A, B, R 1 , R\ R 3 , R 4 , msRnmmvmi&z^rrz) 

^momzu, m&(?>im&Mz£i vm<z\ £#n?#£ 0 
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±mmtvTwm, mmt* mw&, HiWMf (tia) % ^j^raife 
wm&commzm, fmmw/^mmz&ifzmmMm&m, ptca 

(Percutaneous transluminal coronary angioplasty) . XJ£P T C R (Percutaneous 
transluminal coronary recanalization) ffl&\Z&W2$&%&RXfi&$&* ti&WGBlRfrDSk 

m*jmm<D&mMgmm\z&tfzmmm?t>nz>o 

ififfltznTtewv mm^6-2 2 7 9 7.1 #) *^^t:^feiii«^m^#^n 

1) th^mbfiLmm^mxH^ (human factor Xa}MWi 

. t H&L$t 90 ti 1 ^^iJ^^«^S^7K 10 m 1 human factor Xa (Enzyme Research 
Labs) 50 ix 1 m\\?L. 37 TCT 3 h U&Sk 7 t C^aMb7t20 mM 

©CaCl 2 £100 // 1 jRflnt/T«EB&r (Amelungfl: : KC10) fCT^@f S*T©»1Sr3ft|^Lfeo 
t Hfo&tefltfTA (6 A) ©#ft8jlR«fcD 3.8 %<7> sodium citrate jo*5 ml A^fc^U >^*Z?jfiL 
^45 ml SSMlU 4 °C • 3000 rpm • 15 fr^MZ&y5mhrzJhm&7~- )Wm£fflpls 
human factor Xa ^S^fefc (3 > hp— ;tf ^^nb^^cOWftK 
30-40 tMcfc* <fc 5 !«^Lfc 0 CT 2 4it(P > h P-^OMfSBf^S: 2 <gi;3£*r 
SWteU MB^1<DP>hP~;W^^^.tS>c^(fold)t»jmS ; &yp-/hb, TO® 

<jrr £ si tTi^fc. £ ©igm^Tfeg 1 \z^r a 

2) ^hP>H>Wa«fflBBfel« 
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fc him 50 u i \zm&&ttn&m&mfe so u i ^nx.> 37 <c-e 3 %w h 

\JTd$k. W 3 7 tldilfc thrombin (Thrombin 0>>&3£> 500uni ts 3#ffli*ag) 50 jtz 1% 
JqbT, Mlt (Amelung & : KC10) KrC8HTS*T©l^£^b&. t hjkaftttfltS 
A (6 A) ©JHHSIIfckt) 3.S %CD sodium citrate #5 ml Ao&y'J >>>TM£45 ml SrJgfofo. 
U 4 °C • 3000 rpn • 15 ^O^^cfcD^BIb^^Sy-^bMf^bfcfe©^^ 
bfco thrombin «^3S^7jc(n> ha— M^maVT^t^oym^Wm 20 #Klte£<£: 

■5^2is^^bfc= cr 2 ffi(3 > h n-;i/coraBtp H ^ 2 0^Ms-rs» it. mmmm<z> 



SI 







zMSfaifc (CT 2 ) 
(MM) 


(CT 2 ) UM) 






0.10 


>1 0 0 




1.71. 


>1 0 0 


»$ll 1 


1. 33 


>1 0 0 


mm 3 2 


1. 41 


>1 0 0 


^»J3 9 


1. 53 


>1 0 0 




*fJHl 


1 7. 0 


>1 0 0 


MM2 


11.3 






mmi) (MM2) 

<W099/0012l4f<D«M42) <W)99/00121^<DHS|M198) 
96 ^ d h (PH 8.4) 80 M U 15 /x U ^»f| S- 
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2222 (Chromogenix) 2 mM 30 m 1 SrSSinU t h^'it-fblfil^MH^XHTCfactor Xa 

Enzyme Research Labs) 0. 025U/ml 25 u 1 &Jn*.» 10 fjffll 37C w T?Rji££-fr&&, 405 nm <DWl 

ymmt* Bio-Rad 3550 -»£U IC^ «M 1 ©ffc&t&KJ: 10 nM U 



£Uil) , 2) v Rtf3) <M£©fcm ^BJfb-^^t hi^bfoaOBB&XH^* 

9, 11, 3 2, 9^$n^b^«, W09 9/0 O 1 2 Hf©$S8fc08 

4 2 Wmi) ^ S:tX|WI^Ml9 8 (*K&2) <hJt$fcbT, W6^Kfi»9re)»gNrW* 

Tj®§?%b< teMbfciealSMn V>^fflViT5S»PS#bG00mgAg), 3Q#8«3 «fc 
t^2Hf TO^^X^;Vx-^;i'^"Fe, T^Mcfc D 3. 8%<Dsodium ci trate^lOO/i 1 Ao 
->U>^0.9ml»LU 3000rpm- lO^^L^DS^DlfaM^ilbfeo COjfoStSflft* 

TOTa) mM ozm\zm<\ wmmnmmm cpd RtfWH**ra#iw (mi) (Dw&ztn^ 

a^H^W^CPT) 

:fr-V :7V- > hn>^^X^X54mg/vial, Jt^^^^ t-V-^U-* 
;V • ^7^7X5^ !y^X^^Milli-Q7j<2.5]iilM^b3rC^T^!j[fiabfeo _hfB« 

50mis3tc^ti^mu ±mhu>#77^>mfaQui&mn\smmmffi<DW£* 

fro fee ^@B^©MS^^elung?±KC10A^TO bfc, 

±mnm i 50fiuz^^r>^ hp>#s^;n (^T^hn>^) 50/zi^inA3rc 

iZTZftmmU & &^b8637r }CT^»mbfe20jiftI<DCaCl«50 m 1 S»lWf| 
5) i3^^^)V^m^ex vivo~?<Dimv%fflfflfefe (Mn&-¥) 
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O.SXpWI^Vo—X»3S# (MM) Vfzmtt (5mg/ml) &mn*S>r&m^T2 mlAgm . 
lAQmzXZ ml3&fo.U 3000 rpm l(fo(Dm>tMM<<Z<k 0 «£#$t Ufc 0 Z.(Dfim*m^X 

»6>n^o «M3^£n^1^«4) 5) M^Mtt^^TPT, APTT^f: 

h&ss (i) T^$n^*^0jfb-ar^^-<z)M»«j{c^$n^m<z) 1 ax« 2 toll 
mmtem^x. mi mi mmi mm. *?±)vt&* mi mi mmi mi 

^misTmg&feZnZ^ oI^AIH^D^PTO. l~5 0 0mg> #1PT0. 

oi~ioomgT*feo, z\n& 1 m&&wt$kmzftv}'i:n.irrz> 0 w*9&m*<D0&i¥ 
^mMz^zma&wrcftcDmm&mtvTfe, mi mi $mm\m*m^z>nz>o 
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mn&wit&<msmjm\ts mmzgmznzmMffl, mmu mm, ->ny^ 

;vn-;v^^tJo c:«^«^tt^^j^cRi^ft^!i> mmmmn, mm* mm 
mnzstsmm* -mmu mm\, ®mi&sftvx^*x%^\ 
#mnm-<Dtc#><DmmuiisT\& im<tofflo®&M&amm, mm. 

^cD^&m^^ H^^gft^i, ram wmu mmi ^mi mz. 

X5=-;V 4-yn^^;l/-3-^hn^>VT-h2 6. 0 0 g^T-fehxhU;V9 0 
mll:»U 3-T5 7^>yXh'JJl/7. 9 7 g&t^ U 1 2 . 4 4g£;ftn 

7 owsmmsmvfro gm&x%mu «iET»bfe. #e»nfc 

(8 0:20-7 5:2 5)S:^tbW«hT'i)^U^y;i/^^A^PT h^y^-\ZXmm 

u x^;v 4- [ (s-^t/^oix^t^/) -3-- hn^>yr-M 2. 
0 6 g&ntco 

##M2 
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X.^)V 4- [ (3-^7/7x^75/) *&)V\ - 3 -XhCKC/*/7— h 5. 7 
9 g^X^y-;V5 OmlMU ffi«5 0ml, MbT^xOkO. 9 6 g, mm 

7K«^*i^A7^^ iET» glbX^V 3 -75/ -4- [ (3—>7 

J 7xX^75 /) ^>l/T- h 5 . 7 1 g £?#7c: 0 

##M3 

x^;v 4 -^d^e^;p- 3-xh a^>W- h46. iig£7-fc hx h u;V500mH3&3? 

^S^AT^U iEWlfc. f#e>n^?g^^> : SB£x5P;i/ (4:1) 

- - h n^>VT— MO. 723gf#fco 
##M4 

X3VI/ 4 3-xh n^>VT- h5. 81g£ h;VX>70nil fc»#U dtUC 
l,8-^TifH^n[5.4.0]-^7>^fe-7-X>2.1ml^m, 80teTlB#f B TO^bfeo £ 

niz3-[ (i ( 1, 1, - h u 7x-;i/7*xv-t) ^^w^>^/- h u;P7*n$ h 

m:^^> : @^X^;V (10 : l) M«t5^U^M7A^7h^7 
^-fcTftMbfe. &6*Ufc*|IO#3. lg^X^y-;i/50mlSLtX^ h^t Hn7^>lOml(D 

M-mmizmmu cnizm&^yy&m&vjv&mmg&Mz., ymrnmrnrfzum 
mm?m&\sfc a mam±.^ bmvr^ mmim&mmisr^ mzntdrntz^* 
v>:mm.x.^jv (2:D &m\m!&t&&^)W)Vj3?2±2u^v?^7j-\z^ 

mU X^;V 3-T57-4-L2- (3-^T/7o:x;V) X^;W^.>yT- h2.35gf# 

3-hHD^>- 2 -~hn^>V-f y ^7->y H 1. 83g £ N,N-^^J1/*M75 H 
50ml KiSflPU ^t4-/h^->7^'J> 1.23b. 1 -X3VV- 3 -^V75/ !7*n 

tf;i/*;^^-r a h mm& 2. 50& d^^> % / h u 7v*-;i/ 1. 35& ^ hj x 
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^;VT^> 1.81ml &1X\z.m®X* 66 mfflmtlsfro MiE»b, 7jc£ttI;L> §t®x 

bfc 0 #sn^?ilci7nD^;VA^p^ £D£:OT:£}imu 3-tHn^>-4' - 
^h^>-2--hn^>X7-'J H 2.04g ®&£^nn*;]/A : *?;—)l>(9 

D^>XT~ U F 0. 24g £ £ S 

3 - t HP^->- 4'-^ h^v— 2 -r:ho^>X7X U Hi. 15g&;<^/— MnlldM 
U lOiK/^^^A-^-^^KSOOmg^P^KmSK^i^ ^MTlPfPfl^Lfco EfBR 

&*fe^-r httiu ;*^/~;rate?m i»»iSiU 2-r^/-3-t Hp^ 

is- 4'-* h*$"<>XT—V )*96Gng&f$fc. 
4-(4-^^;W,4-^Tif/1>-W;V)^>y- h >j;V 18. 86 g £ 12 NSflfc 185 ml K3S»U 

-f 18. 25 g#fe 0 

4-(4-^^;M,4-^Tif/1>-W;W^>V-l'u/^7^y H H^&l 6. 3 g, N, N 
-SW^WyPAT^FO. 8 8g, ^-MnUHl4. 3 gXrWHIX^H 6 0m 

L<^^&4o < cfcT3Nfra^m, MEMbfeo n^ritdmmt.7^ hx m;;h 3 

Oml^ii^fc, 2-75/-3-zhD7x/-;V8. 3 5 g, tfU> ? >9. 52gR 
tfcTfe hxMUl/6 OmL O^S:5K)^TtCTiP^« 5 X^OTT^^^bfe^ ^HSr 
SHfcU 2-7S/-3--hn7xn;V 4- v (4-pWV- 1, 4-^Ti£/^>-W 

h «±g2 1 . 4 g 

2-75/-3-~hn7x-Jl/ 4- (4-^WV- 1, 4 -i?7iir!>H^)^> 
h ^&&2. 00g, hUX^;VT5>9 9 5mg^r^Tirh— hU;V2 OmLCD 
7 0 X:(CT 6 B#ra^b^o TKttffc^- h'J7A19 7mg Rtfck 2 mL (Dmfc&K 
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(4-^;w-i, 4-^yifA°>-w;v)-6' -rhowynjFi. 5 7g£# 

#%#!10 

2' (4-^^;V-l, 4-> ? T-tfA°>-W;l/)-6' -~hD^> 

2%) 4 6 7mgC^^£itJ»5it#H^~K 3 O^C^XTK^OM^ihty^Tr^bfco 

A : ^/-;i/=2 0 : 1-10 : 1) TOt^U 2' -757-6' -hHn^>-4 
- (4 1 , 4 - >TW>- 1 — ' r;V) ^>X7X U HI. 6 1 g £f#fc 0 
##M 11 

2- 757-3-- hp^y-^ 3 0 8mg^tfU^>l 0m 1 fC^U 4— ^ 
->^>y<;i//7 oUH341mgS0 ICTto*- m&~? 1 8 BtWfflBfcbfc. S«£MJSET 
MTU #e>nfc^^^PD*;^A2 0ml&Jn^ l?SMKT«Lfc 0 CCD«fP*H 
fC 3 Uli^ D Mb fcf U P n*;VA&»a8&*£*r* 5>U ^A 
^□•7h^77^-T»2' -fcFP^>-4-*Mf~>-6' --hn^>XT-U 
^4 2 8mg#fc 

##M6 ti^icbT##M 1 2 <m^m^m^t^ 

#%M 1 3 

3 - t FP^rv— 2-- h yZTS/y F 10. 5 g £: N,N-^?J^M7$ F 
60 ml fc»«PU ^>y;V7a5 F 15 ml, #«fcfry £A 19.0 g §0«CT3n*., gfiTllfe 
$f£bfco Kf&JftS'fe^-'f HtjBUfc©^ MEET»U7t 0 »5nfc8l3Sfc7K£;Dn*., 

®£U ^>>?;V 3 -^>^P^>- 2-- h P^> N /T- h 20. 7 g 
4 

3 -^^O^- 2-Xh P^>^/T— h 20. 7 g \ZX.& 100 ml 

IN 7j(» h U ^7A7j<^?g 120 ml &JnA, 1 ffe 6(rc*T? 3 f$fl& 8ffCT? 5 I^IW 
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-f v9T 9 sv F 15.8 g 
##M1 5 

3 2 - ~ h P^>V^r *>97*sv H 5. 47 g fc3H*=yi/* n U H 20 ml 35 

U #Bnfc^®^0'C : etfU^>3 5ml*5J:tX2-T5y-5-^Pnt!U^>2.55 g 

m&MBTFW&V* b)VX.>jm&ft V> 3 -^>5?P^r5/-AT- (5-^PP-2-tfU^ 
;P) - 2 - ~ h P^>XT 5 F 7. 44 g 

mmmi 6 

3-^>>?P^>-JV- (5-^Pn-2-fcTU^;W -2-— hP^XTSH 7.44 g 
£ h U 7)V*umk 40 ml &&TP*>& **)V*>&> 3. 72 g IM 40CT? 1 #&flH$Ufc 6 

fc<Z>t>. 2kjV{3fBft£tt;Um2:U ^on^AWLfc. «gt&^*^AT?S£ 

&£& «METS*L#snfciSt7^-^^^©x^y-j«t 200 mi cin 
»«fib, # sn^^^TR^pAfco £U£h«&hdru metis 

ttU 2-TSy-iV- (5-^PP-2-tfU> J ;V) -3-tF03r$"O'X7'51* 4 58 

gSr#feo 

##09 1 7 

2-7S.y-N- (5-^7PP-2-tfU> 5 ;W -3-tFP^>^>XTa H 3.06 g 
iN-^PPX^-f 3 Hi. 80 g0,N-^^M75 F60 nlK3S»b5(TCT?8IW, £ 

aT4NrWffl»^b^ «$i£tebfc 0 METii^ium f#sn^»^ 1 n 

-75;-5-^DD-N- (5-^PP-2-tfU^;i/) -3-tHP^>^>XT^H 
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1 7 £!^£LT##M 18,19 CDfc^S^j&brc,, 
##M2 0 

X^;V 2-7$/-5-^OP-3-kHP*^>77— h3.23 g%Zffigmpm 

Wt&SMiU «^ 1 it^Sftt h U ^AtK« 3 2 0ml 1 P^lflg 

3 -b H P^'OlAl' y ^77~>y PI. 55 g&ntCo 
#%M2 1 

2-75y-5-^DD-3-b Kn^i/^>V-f y^yisv Hi. 12 g£N, N-S^pWW* 
;W*7S H60 ml Utile 4 - * h ^v'T- U >7. 38 g* 1 -X?V]/- 3 - i^WV 

7 5 y *?u 5 H tmUQ. 73 g. 1-kH p*5"W/ h U TV— ;H. 21 g, 
^hUx^;l/7^>1.26ml^iH^aTWP B 1^bfeo ftStlfc 

MI^i^v^da, jft^Kt»^K-e^b> m^^^A*tftefiibfe», 

- 4 ' 2 -^>X7X»J HO. 96 g£f#&. 

#5$0J2 2 

4-(4-pWW1, 4-^7W>W;WW-fy^7->y H tttt&5. 0 9gfc 
ttDU* p U H 4 0 m 1 &;DitfL 6 #W«#U;fc. ®»£MET2S^aa b 

^ %t>*lTdmmz, 3&)V 3-757-4- [ (3->'7y7x^7$y) 
^>V*7- h 5. 6 5 g&tf U >>>5 0ml [«L«JHt 5 RftigflBfcbifc. 

% e, nmsiif;^ ^ n p*;ua s £in*_, t^n^m 

bfeo f#e>nfe»^^1t> : »?JP (95:5-90:10) ^WlMtTSv' 

'J 7 h ^77^ -TiSb, X7\>v 4- [ (3-^yyy^~)Vys. 
7) -3- [4-(4-^;wi, 4-> ? 7-tfA°>-i-i';i/)^>>/-<;i/75y] ^> 

V7-H&6. 4 2gHfc, ' 
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X^;i/ 4- [ (3-^7/71^75/) -3- [4-(4-/^l, 4- 

^7if/i>- w;w^>y<;v75/] ^>V7— m. o 9 g£x^/-;v8 omii: 

»*U -2 0 < COT > T^^fX^2 0^jl#Ufem, 3°Cin?#i§.U 2 4B#^^b 

fc a M$ME1«@L, # s^dS^x^/-^ 8 Om itzmmu HT^ 

XT 6. 1 6g£#n*_^rT?3. 5 BP B mJ$bfc 0 MS»«b, ?#£>n£:3»£ 
0. 0 0 2^«tK5§^ : X^y-;V (1 0 0: 0-8 0:2 0) SMtt^OD 
S#^A^D^h^7^-T*ifiKU X3MV 4- [ (3-*M55M;V7x^7 

57) pww -3- [4-(4->wi/-i, 4-^TifA">-i-r;w^>y-<;PT5y] ^ 
>V7- h ' mmM* 3 . 8 4 g mt>ntc.fc'&m<Dfo 1 . 7 0 g sx^ y — ;v 2 0 

m 1 1 ^TKM-ffc^- h U "7A7KM3 0 m 1 £JP;5L^&T 1 (SfUffifi^bfco ££J& 

m*iMmm&kmm?muvra%i, f#^nfc^«o. oo2^^g^?K 

^: Tirh^hUJl' (10 0: 0~9 2 : 8) M«tt50DS*7A^D-?h^ 

97*--Tmmi>fc.m, mmmu 4- [ (3-#;i//t5 5iH\JK7xx;v75/) J*? 1 
;w -3- [4-(4-y^;i/-i, 4-v7if/i>- l-^w^v^i^s/] w-fy^ 

7>-.yF :^&£1. 4 8gf#fe 0 

mm 2 

X^;V 4- [ (3-1/7/7x^75;) j*3\>M -3- [4-(4-p^)V-l, 4- 
^7if/\°>- W;W^>V^;i/75 7] ^>V7— M. 4 2g^/-)l/3 0ml[: 
Jft»U kFD^»I/75>«i2 9 lmgM HJx^;V75>0. 7 8ml§M 
6 0°C7?2 40#P^^Lfe„ SJ«£»TMU #&nfc^tt^^DnJiN;i/A : 
/—)]/ : 7> ; EX7z|c^ (1 0 0:0: 0-9 2:8:0. 8) ^ttSjM<hf^)V'U^ 
^M7A^n T h^77^-«U X^)V 4- ( { [3- (N-bh*n3^#;VA* 
55M;» 7i-)V] 757} ^)V) -3- [4-(4-pWW1., 4-^7-tf/\°>-l-i' 

;w^>v-<;^75/] ^>vr-b<DW^mm^nr^ ^s^o. oo2ms&mi?m 

m:*$;-)V (1 0 0: 0-8 8 : 1 2) £^tfii«£-r30D STJ^A^DV 

Jt«g^U X^ 4- ( { [3- (N-hHD^>*;i/A5 5 F 
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-f;» 7X-JW T$/} -3- [4-(4-^Jl^l, 4-?7W>HJV)^ 

>y-r;PT5/] ^c-vr-h ig&tk&i. 0 3gsnfc. 

«M 2 £ I^BC bT«M 4 , 6, 8, 5 3 (^b£4&§^£b}fc 
»M9 

4 - u-*9-)V- 1 , 4 -^Tif/\°>- 1 — y;w ^>v^r y pr^y h ^tgs i 

2 m g S^XJV^ p U H 8 m 1 fc##U 6CCT3 0 #»bfc 0 K^SMBETRftNl 
^©bfeo #6*ljfc3Kifo 2 -T5 / - 4'-* h^>- 3-t Fp^>^>XT^U H 7 
7 4mg§HU^>15ml «fl?bfc«£r 0 "C^Jflx., gfiT? 2 P$WH»fcb&. KJ&K 

»SJg^-l/^PD*;VA : *9J—)y (9 8 : 2) £j®ffi^£T5^y#y;i/#^A£?P 
Th^77^-tilU 3-fcFP^>—4'-^h^>-2- { [4- 
A-py^i.n>-l-^)V) 1>*MM 7Sy} ^>X7=UPS8 7 3mgft&. 
tlfc{b^Sx^/-JH 0ml ML, 43iJ£*gM«x^8?lg0. 7ml«S 

P^>-4'-^h^>-2- { [4- (4-^)1-1, 4-> ? Tif/t>-l— f;W ^> 
% /-f;W 75 7} ^>X7^UH 3g&&&8 9 6mg#Jfe. 
HSBftf 9 tl^fcbT^SiM 10-16, 42, 51, 52 ©fbStofc^l/fc. 
^SSMl 7 

2' -757-6' -tHD^>-4- (4-^^;V-l, 4-^>-l-^JW 
^>XTXU H2. 0 3 g&fcTU>*>6 0ml K38#U 4— 7> b^i^OlAf nUH 
1. 1 2g£0 < Cl»L S»T?3BRffi»^b^. ftStlfc^K: 
^ p p^;VA 15 0ml 5 X^feMSl^ h U ^A7jc« 150ml U tt<h 

b, ^PP^;VA^fifflbfeo flStlfc^il^S^git h U ^A^Stbfc^, MEET 

)V : ^RT^xTtK (10 0:10:1) MWtT5y'J*yM7A^n7 
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>*MM -n 2 - [4- (4-^;v-i, 4-^Tif/i>-i— r;v) ^>y-r;w - 
>y-r;w -n 2 - [4- (4-^;i/-i, 4-^Tif/i>-i— r;w ^>y-f;w - 

1, 2-7x^P>^75>l. 1 0 g^7W>!2 6 9mg^5 0%X^;-J1/tK^ 
1 lmnd«iU 7jcl lmimn^^ls£.Ctd®sm*MM. %$MU 3-t:Fn^ 
-y- N l — (4 - > b^>^> »/-f ;V) -N 2 - [4 - ( 4 - ;>WV- 1 , 4 -i^Tif A°>- 
1 — - r;W ^> S MM - 1 , 2-7rcnlx>^T5> ^W>^^1. 1 8 g?#fc 0 
«M 1 7 tlRliH^bT^M 18-35 (m^m^m^tc. 

mm\z 6 

3-tFn^-N 1 - (4-^h^~>^>\Ar;w — n 2 — [4- (4-^;v-i, 4 

1 — ' f ;W - 1, 2 -7x^k>^75>5 0 0mg§^ 

/-;n imi izmmu mmz.xmt^>i?)V2 1 smg^jp^si^m^u^o 

xmt^>*J)V2 1 5mgmi 6«^Ufc^ tirmo&m&VfCo f#£nfc#rai% 
£N, N-^^M^VATS HI lmlC«t, mmzX7*X2^mfcX^)\'2 1 0m 
gt^TJU^Al 7 4mg£JP;U 1 0 O^Ffl^b^o ^»£rla&U M 

JBET«bfeo f5tl/«Ml 6mli:|«U 1 0 %/^^A-#-^>«l 

u ^^msetwl-^ ftenfc^^nn^i/As omi ^ 

in*., 5 %&m&mj- b U AtK» 5 0ml X7)Vtl U tt<h U ^ p ntfy VATffttB Ufeo 

uftiiA : ^s-jvimuyy^-TJk a o o .• 1 o : i) %mitimkt~rz>ssv%ff 
n -2 - { [4- (4-^;i/-i, 4-> 5 Ti£A°>-i— r;w ^>y-r;w x$/} 

7x;^» T-fe^— hCDffif»»£5 8 Omgffco ^(D^IIS^O. 0 0 ltm&M. 
Wt: *9S—)V (10:4) 5i|ligitt§ODS*7A?07h^77^-«U 

x^;u (3- [ (4-^h^e^>v>r;w T$y] -2- { [4- u-^v-i, 

4-^7i£/\°>-l— f;» ^:>y-r;W 7S/} 7x;^y) 7t^-Mt63 5 0 
mg^fTto 
3 7 
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X^;i/ (3- [ (4-*b*$"<>'M)V) 757] -2- { [4- (4-*^)l>-l, 
4-i?7W>-l-^)V) ^>"M)V1 757} 7x7*>') 7t^-hMi3 5 0m 
g^^^y-;V6m 1 tCj«»U mmzT lms&mtfti-hV >7A7Kj«l . 8m 1 £*P;t 

zimmm^K.* smi^m, MjET»bfc 0 nztv&sm&o. oo 

l^/Si^: 7irK=-hU;V (1 : 1) %®imm t? Z> OD A? h^7^- 
TfitMU (3- [ (4-^h^>^>^/-l';W 75 7] -2- { [4- (4-^)1-1, 
4-¥T j en>-l—1)V) ^>"MM 757} 7xy+y) 7-k^y^ 7~>y hit 
«5 4mg§|#fco 

Kl»J3 7 t|WJ^bT^JIM3 8CD{b-^^^bfco 
^5iM3 9 

X5p;w (3- [ (4-*h*5^>\Af;W 757] -2- { [4- {4-^)V-i, 

4-^7ifA>-l— f;W ^>V-f;W 757} 7x/^» 7-fe^-h©ffl^»3 7 
0mgSTh7fcHD77>7ml}lWU ^{CT^h^t Hn^^hU^Al 0 
8mg5teL ^-^7^7— ;i/ 9 3 0mg^fh7kHn77>7ml t»bfcM 
£\ 6 0X^^X2 5^ra^ttT»bfeo 6 0tlIT2H»bfe„ 7^1 ml %m&lZT 

DD*M : 7^7-;!^ : »!7> ; E-7* (10 0:10:1) IliWitSJ'W 

1 ^« 0 . 4mi ^Mxmmrimvrco n zntcmmzT-t h > 3 m 1 trnm* 3 m 

l£Jn;L, ^Cfe^^MU 3- (2-tHD^Xb^» - N 1 — (4-7xh=H^< 

>!Ar;w — n 2 — [4- 4-w>-i-' r;w ^>y<;w - 

1, 2-7x~l^>^75> WS^l 0 7mgS#L 
HSIM4 0 

3-kHO^-N 1 - i4-*h*ri^*.> s M)V) -N 2 - [4- (4-;WI/-l, 4 
-^7i£A°>- 1 — f;W "Oy-f ;M - 1, 2-7iXV>775>7 3 OmgSfh? 
bHD77>2 0mll«U 7^^7-;i/0. 13ml, h'j7z~;V7t7N7^74 9 
8mg, i?X^;i/ 7y^7j;l/#^>^" h 0 . 2 3ml», S1T16. 5R3flffiJB£ 
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nzntdm&&uuTfr)\,2± **s—)v o 5 : 5-9 3 : 7) s^aiwi-r^->u* 

L 4 0 . 4miiDim ME«bfc, #e>ftfc^S£&0. 0 
0 2N^7K«: TiihnhU;V (9 7 : 3~8 5:15) &MItt§ODS*7 

lAf;W — N 2 — [4- (4-^)V-l, 4~^7i£A>-l-^)V) *»/<1M -1, 
2-7x-l/>^7^> MS3 3 5mg^#fc 
«M4 1 

3-t^O^v—N 1 — (4-pCh^F^>V r -f;W — N 2 — [4- (4-^;V~l, 4 
-5^T-lf/1>- 1 — T;W ^>^JW -1, 2-7x-l/>y75>4 7 4mg^N, N 

-^pWVskjvats i 5mi izmmu h u ^^;vt^ >— wv? r- v u ^-tH h 
mm. 3 9 g £jq*. 6 o are 7 9 p# Pfljft#ufc 0 3 sic hj ^^;vt 5 >-^;K7 7- h 

U:*3*iKF 4 2g£;ta*6 0^3 8l$ftit#U £SK:HJ;Wl'r$>- 

^MU3-[(4-^h^>^>V f 'f;W ray] -2- { [4- (4-j*5P;V-l, 4-^ 

rag» 
HSSM4 3 

n 2 — [4- (4-^>> ? ;v-i, 4-to>-i-^) ^>v^;w - 3 - 1 1* 

P^rv—N 1 — (4-^h^^> s M)V) -1, 2-7iZk>y75>l 1. 53g£ 
|^250ml l«U 1 0 XA7^A-*-#>t^ 2 . 5 g &Jn* 3 ^)E7fc*#ffl^; 

t% ss&tm 4B#F B »^b7Co mm^^ Htsau wmremm, mm&wzmmv 

fco h)V3L>*mtimM&MfcVs 11. 1 1 -£<Z»t<Z>F% 2. 0 0 

tofco nzntmm:*.? s-m^mmmi'. n 2 - [4- a, 4-^T-tf/^>-i 
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f;W sOV-iM ~ 3 -kHn^-N 1 - (4-* h^y^>^JW - 1 , 2 - 
7xrV>y75 >^#feo SSKO. 5NHC l#S*HWfc3ii\ N 2 - [4- (1, 4 
-?7W>- 1 —f;W ^>^MM - (4 h^5"*>*/-f 

;W -1, 2-7i^>y75> i^!l8 7 8mg$#fc. 
^8&#il4 4 

3-kFo^-N 1 - (4-^h^>^>V-r;W -N 2 - [4- (1, 4-^TifA°> 
-1— f;W ^>^MM -1, 2-7i-V>^75>8 5 7mg^ODI^>2 0 
m 1 K3B8BU SBUcam 1 . 2 g u?un>l3)\,)V\rr\i H2 6 1mgihU7 
•fe f^>#P k H U F 7 8 9 mg ^iu^-fco 2 PtlHfflB^bfcSk ^SirT^ P7°P 
;Wt;i^h H 2 6 lmg t hUTiz h^Ptl^'J H 7 8 9mg« £ SiC2H^TO 

^K3^ h U V<L7S3m 5 0ml U tttb, ^ p n^yVATJjftffibfc. f#6tlfe^T 

^rlgfilT^— 7# (100:10:1) »ffitt5y'J*^JV*7A^ 
D?h^77^-«l/fc #5nfcM^;-JH 3m 1 i:«U 1^» 
1. 9ml <fe&n*.» ICfd^SiiU 3 -k HP^>- N 1 - (4 h^^/i" 
)V) -N 2 - [4- (4-^D7'oW^-l, 4-^Tif/^>-l— -f;W ^>V 

-1, 2-7x- I/>> J T5> il^66 5 6mg§#L 
«M4 5 

N 2 - [4- (1, 4->?7if/1>-l— T;W ^>"MM -3-kFP^-N 1 — 
(4-*h*^>"M)V) -1, 2-7x~1/>^75>1. 3g§X^/-;i/2 0ml 
«fl?U X^;V Tirh-TS^-h itll. 0 4gihUX^75>l. 5ml & 
Ml 7l^|»Ufc. X^/-;H 5 0m h I^V T^M^-h Ml. 0 
4g> h 'Jx^75> 1 . 5ml SKJjJ*. 5 0°CT6 %>WS$96fc\Jt* ®fo$C£MBE 
WBU #5*1&28SE£0. 0 0 2N«afe*Jg»: 7-feh^h>j;V (9 5 : 5-7 0 : 3 

o) ^mmmmtTzoDsx^Apn^h^ys-TmrnvfcW:, «sfi£«aib3-kF 

n^>-N 2 - {4- [4- (l-fsyx^W -1, 4-?7^>-l-^] ^> 
% /-T;W -N 1 — (4-^h^>^>y-f;W -1, 2-7xXV>775> »fe£5 1 
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mmm4 4 tmmz\^Tmm4 6-48 <m^m^^t^ 

mMM4 9 

4 - (4 -^JV- 1 , 4 -^7ifA>- 1 T;V) ^>*Af y97*sv H 755 
mg >J H 2. 2 ml l», 6(rCT? 30 #Jf#L/i 0 K^£«EEHR8«efiab£. 

»&*l£3S8B^ 2-7 = /-5-^nn-N- (5-^DD-2-tiU^;V) -3-bF 
D^>X7$ F 891 mg £fc?U Z?> 10 ml »fJ^Jl^« SaftT? 13 P#|tTO£b 

: ^^7— ;i/ : T^-T* (97 : 3:0.3-95:5:0.5) £^ffl^<hT£^U 
7A^D?h^77^-«U 5-^PP-AT- (5-^PP-2-tfU^;V) -3- 
hFP^>-2- { [ 4- (4-^)V-l, 4-V?MJ\>-\-' OV) ^T^MM 

m7ic« (2:8-3:7) OTWit^ODS^^DY h^57^-t»lU » 
7j<M^5l«^f !^ U5-^nn-iV- (5-*no-2-t!U5>;W 

~>-2- { [ 4- (4-^^-1, 4-^Tif/t>-i— r;w ^>v-r;w t^/} 

«M4 9 <LI?3#£bT^&gM5 0<ZXfc£%&'&jj£L&o 

R f : E x : »^#^> structure : ffig&s salt : tfc free : 

DATA : Mm*-*. NMR : «W-SX^ (TMSl*«PP) , FAB-MS : K*#Br 

ft Me: E t : X^;V 
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Rf 



structure(sait) 



DATA 



NC 



H ^COOEt 

(free) 



NMR(CDC1 3 ) : 

<5:1.42(3H, t, J = 7.2 Hz), 4.43(2H, q, J = 
7.2Hz), 4.63(1H, t, J = 5.7 Hz), 4. 81 (2H, d, J 
= 6.0 Hz), 6.72 - 6.78(2H, m), 7.0K1H, dt, J = 
1.3 Hz, 7.7 Hz), 7. 19 -7.27 UH. m), 7. 69 (1H, 
d, J = 8. 1 Hz), 8.24QH, dd, J = 1.7 Hz, 8.0 
Hz), 8.73UH, d, J = 1.7 Hz) 



NC 



TO, 

(free) 



COOEt 



NMR(CDC1 3 ): 

<5:1.39(3H, t, J = 7. 1 Hz), 3.96 -4. 16(3H, m), 
4.25(2H, d, J = 4.2 Hz), 4.36(2H, q, J = 
7.1Hz), 6.85 - 6. 93(2H, m), 7.05(1H, dt, J = 
1.2 Hz, 7.9 Hz), 7.22 0H, d, J = 7. 7 Hz), 
7. 27 (1H, t, J = 8.0 Hz), 7.41(1H, d, J = 1.3 
Hz), 7.430H, dd, J = 1.7 Hz, 7.7 Hz) 



NO, 




COOEt 



(free) 



NMR (CDC 1 3 ): 

<5: 1.46(3H, t, J=7.2Hz), 4.48(2H, q, J=7.2Hz), 
8.00(1H, d, J=8.0Hz), 8.42(1H, d, J=8.0Hz), 
8.75QH, s), 10.46C1H, s) 



COOEt 



(free) 



NMR(CDC1 3 ): 

<5: 1.38C3H, t, J=7. 1Hz), 2.82(2H, t, J=8.4Hz), 
2.96(2H, t, J=8.4Hz), 4.34(2H, q, J=7. 1Hz), 
6.97(1H, d, J=8.4Hz), 7. 33-7. 41 (4H, m) . 7.44- 
7.52(2H, m) 



MeO. 



9 W 




*OH 



H 

(free) 



NMR (DMS0-d 6 ) : 

5: 3.74C3H, s), 6.92(2H, d, J = 8.8 Hz), 7.19 - 
7. 30 (2H, m), 7.50(1H, t, J = 8.6 Hz), 7. 58 (2H, 
d, J = 9.3 Hz), 10.46OH, s), 11.25UH, brs), 



MeO 



NH, 




OH 



H 

(free) 



NMR(DMS0-d 6 ) : 

<5: 3.74(3H, s), 5.79(2H, s), 6.46(1H, t, J = 7.8 
Hz), 6.82UH, d, J = 7.8 Hz), 6.90(2H, d, J = 
8.8 Hz), 7.15(1H, d, J = 7.8 Hz), 7.61 (2H, d, J 
= 8.8 Hz), 9.56(1H, s), 9.8K1H, s). 



HC1 



NMR (DMS0-d 6 ) : 
6 :2.06 - 2.24 (1H, m), 2. 30 - 2. 45 (1H, m), 
2.77(3H, s), 3. 00 - 3. 24 (2H, m), 3.24- 
3. 55 (4H, m), 3. 70 - 4. 00 (2H, m), 6. 81 (2H, d, J 
= 9.1 Hz), 7.78C2H, d, J = 9. 1 Hz), 11.06(1H, 
s), 12.20UH, s) 



in 




HCl 



NMR (DMSO-dj) ' ~ ' 

(5:2.15 - 2. 22 (1H, m), 2. 34-2. 45 (1H, m), 2.79(3H, 
d, J = 5.0Hz), 3.05 - 3. 22(2H, a), 3.40 - 
3.6K4H, m), 3.79 - 3.88(1H, m), 3.95 - 
4.03GH, m), 6. 69 - 6.75UH, m), 6.93(2H, d, J 
= 9.0 Hz), 7.05(2H, br), 8.00(2H, d, J = 9.0 
Hz), 11.12 (1H, br) 
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9 


(free) 


NMR(DMS0-d 6 ) 

6 : 1. 86-1. 95 (2H, m), 2.29C3H, s), 2. 45 - 2. 52 (2H, 
m), 2.65C2H, t, J = 4.4Hz). 3.5K2H, t, J = 6.0 
Hz), 3. 60(2H, t, J = 4.4 Hz). 6.76(2H, d. J = 9. 2 
Hz), 7. 21-7. 28 (2H, m), 7. 35 (1H, dd, J = 6.8Hz, 
2.4 Hz), 7.84C2H, d, J = 9.2Hz), 9.53(1H, br) 


10 


^^^^ ~ r 

(free) 


NMR(DMS0-d 6 ): 

1. 85-1. 94 (2H, m), 2.26(3H, s), 2.43(2H, t, 
J=5. 6Hz), 2.6K2H, t, J=4.8Hz), 3.5K2H, t, 
J=6.0Hz), 3.58C2H, t, J=4.8Hz), 4.68(2H, s), 
6. 16 (1H, dd, J=7.6Hz, 1.2Hz), 6.24(1H, dd, 
J=8.0Hz, 1.2Hz), 6. 70-6. 81 (3H, m), 7.86(1H, d. 
J=8. 8Hz), 8.93(1H, br), 8.94(1H, s) 


11 


HO ^ 

(free) 


NMR (DMSO-dj) : 

<5:3.88(3H, s), 6. 70 (1H, dd, J = 7.7 Hz, 8. 7 Hz), 
7. 14(2H, d, J = 8.9 Hz), 7.17 - 7.21 (2H, m), 
7.43C1H, dd, J = 1.4 Hz, 7.7 Hz), 7.97(1H, dd, J 
= 1.4 Hz, 8.7 Hz), 8. 13 (2H, d, J = 8. 9 Hz) 


12 


Me °n H MH 2 
HO 

(free) 


NMR (DMS0-d 6 ) : 

6 :3. 83 - 3. 86 (2H, m), 3.84(3H, s), 6.68-6.72 
(lH,m), 6.72 - 6.78UH, m), 7.06C2H, d, J = 8. 7 
Hz), 7.06 - 7. 12(2H, m), 8.05(2H, d, J = 8. 7 Hz), 
9. 63 - 9. 67(1H, br) 


13 


(free) 


NMR (DMS0-d 6 ) : 

«5:5.33(4H, s), 7.31 -7.45 (10H,m), 7.61 (1H, dd, 
J = 1.4 Hz, 7.5 Hz), 7.68C1H, t, J = 7. 9 Hz), 
7.74(1H, dd, J = 1.5 Hz, 8.2 Hz) 


14 


(free) 


NMR (DMS0-d 6 ) : 

o:5.32(2H, s), 7. 31 - 7.44 (5H,nu, 7.5oUH, dd, 
J = 1.7 Hz, 7.3 Hz), 7>64(1H, t, J = 7.9 Hz), 
7. 68 (1H, dd, J = 1.7 Hz, 8.3 Hz) 


15 


(free) 


NMR(CDC1 3 ): 

S:5.23(2H, s), 7. 22 - 7.26 (2H,m), 7.31 - 7.39 

2.7 Hz, 9.1 Hz), 8.03OH, d, J = 2.9 Hz), 
8. 26 OH, d, J = 8. 8 Hz), 9. 01 (1H, brs) 


16 


(free) 


NMR (DMSO-ds) : 

5:5.93(2H, s), 6.440H, t, J = 7.9Hz), 6.82(1H, 
d, J = 7.7 Hz), 7.270H, d, J = 7.3 Hz), 7.93(1H, 
dd, J = 2.6 Hz, 9.0 Hz), 8. 14(1H, d, J = 8.8 Hz), 
8.4K1H, d, J = 2.4Hz), 9.60UH, s), 10.46UH, 
s) 


17 


CI 

(free) 


NMR (DMS0-d 6 ) : 

<5:6.04(2H, brs), 6.80(1H, d, J = 2.4Hz), 
7.36C1H, d, J = 2.0 Hz), 7. 93 (1H, dd, J = 2. 5 Hz, 
8.8 Hz),. 8. 11 (1H, d, J = 9. 3 Hz), 8.42UH, d, J = 
2.5 Hz), 10.16OH, brs), 10.67(1H, s) 
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2 gk&) 



18 


Br 

(free) 


NMR (DMS0-d 6 ) : 

<5:6.06(2H, brs), 6.90(1H, d, J = 2. 2 Hz), 

7 H 1 = 99 7 Q^ClK HH T = 9 R 

9.0 Hz), 8. 10 (1H, d, J = 9.0 Hz), 8. 42 (1H, d, J = 
2.2 Hz), 10.15GH, brs), 10.69OH, s) 


19 


EtOOCyk^OH 

V 

Ci 

(free) 


NMR (CDC 1 3 ) : 

<5:1.38(3H, t, J = 7.3 Hz), 4.33(2H, q, J = 7.3 
Hz), 5.00 - 6.30(3H br), 6.81QH, d, J = 2.0 Hz), 
7.48(1H, d, J = 2.4 Hz) 


20 


NH 2 
CI 

(free) 


NMR (DMS0-d { ) : 

5:3.37(1. 5H, brs), 6.78(1H, d, J =2.4 Hz), 
7.17(1H, d, J = 2.5 Hz), 8.34(1.5H, brs), 
10. 19UH, s) 


21 


(free) 


NMR (DMS0-d 6 ) : 

<5:3.74(3H, s), 5.93(2H, brs), 6. 78 (1H, d, J = 
1.9 Hz), 6.9K2H, d, J = 9.3 Hz), 7.23UH, d, J = 
2.5 Hz), 7.59(2H, d, J = 9. 3 Hz), 9.90(1H, s), 
10.09(1H, brs) 


22 


h XX ^ Me 

COOEt 

(free) 


NMR (CDC 1 3 ): 

<5:1.39(3H, t, J = 7.4 Hz), 1.97 - 2.06(2H, m), 
2.38(3H, s), 2.53 - 2. 59(2H, m), 2.68 - 
2.73(2H, m), 3. 51 (2H, t, J = 6. 4 Hz), 3.57 - 
3.63(2H, m), 4. 34 - 4. 42 (5H, m), 6.58(2H, d, J 
= 8.8 Hz), 6.96 - 7.0K2H, m), 7.12(1H, d, J = 
7.8 Hz), 7.3K1H, t, J = 7. 8 Hz), 7.40(1H, d, J 
= 8.3 Hz), 7.65 (2H, d, J = 8.7 Hz), 7.8K1H, 
dd, J = 1.5 Hz, 7.8 Hz), 8. 67(1H, d, J = 2.0 
Hz), 8.85 0H, s), 
FAB-MS (m/z): 512 (M+H)* 


23 


^'cOOEt 

(free) 


NMR (CDC 1,): 

<5: 1.37(3H, t, J=7.1Hz), 2. 43-2. 54(2H, br), 
2.76(3H, s), 2. 93-3. 01 (4H, m), 3. 14-3. 22 (2H, 
br), 3. 23-3. 29 (2H, br), 3. 59 (2H, t, J=6.4Hz), 
3. 89-3. 95 (2H, ffl), 4.33(2H, q, J=7. 1Hz), 
6.72(2H, d, J=8.9Hz), 7.20(1H, d, J=7.3Hz), 
7. 27-7. 35 (3H, m), 7.41(1H, d, J=7.3Hz), 7.68- 
7.73(1H, i), 7.75(2H, d, J=8.3Hz), 7.85 0H, dd, 
J=1.8Hz, 8. 3Hz), 8.23GH, s) 

FAB-MS (m/z) : 511 (M+H)* 
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Ex 



structure (salt) 



DATA 




COOH 



HCl 



NMR (DMS0-d 6 ) : 

6:2. 16-2. 26 (2H, br), 2.67(3H, s), 2.95- 
3.49(5H, br). 3.54(2H, I, J = 6.3 Hz), 3.73- 
3.86C2H, br), 4.44(2H, d, J = 5. 3 Hz), 6.79 - 
6.87(4H, a), 6. 94 (1H, d, J = 7. 3 Hz), 6.98 
(1H, s), 7.26UH, t, J = 8.3 Hz), 7.44(1H, d, 
J = 7.8 Hz), 7.75(1H, dd, J = 2.0 Hz, 7.8 
Hz), 7.94 (2H, d, J = 9.2 Hz), 7.98(1H, d, J 
= 1.9 Hz), 9.07(2H, s), 9.22(2H, s), 9. 98 (2H, 
s) 

FAB-MS (m/z) : 501(M+H) + 




NMR (DMS0-d 6 ) : 

6:1.31(3H, t, J = 7.3 Hz), 2.79C3H, d, J = 
4.4 Hz), 4.3K2H, q, J = 7. 3 Hz), 4.43(2H, 
s), 6.76 - 6.91 (6H, m), 7.25(1H, t, J = 8.4 
Hz), 7. 46 (1H, d, J = 8.3 Hz), 7.77 0H, dd, J 
= 8.3, 1.4 Hz), 7.96(2H, d, J = 8.8 Hz), 
8.0K1H, d, J = 1.4 Hz), 

FAB-MS (m/z) : 545 (M+H)* 



HCl 



NMR (DMS0-d 6 ) : 

<5: 2.02 - 2. 09(2H, m), 2.76 - 2. 84(2H, m), 
2.87 - 2. 98(2H, m), 3.32(3H, br s), 3.51 - 
3.55(2H, m), 3. 68 - 3. 73 (2H, m), 5. 31 (2H, s), 
6.8K2H, d, J = 8.8 Hz), 7.3K1H, dd, J = 2.4 
Hz . 8.4 Hz). 7.40UH, d, J = 8.0 Hz), 7.46 - 
7.49 0H, m), 7. 50 - 7. 54 (1H, m), 7. 62 (1H, d, 
J = 8.4 Hz), 7.82(1H, dd, J = 2.0 Hz , 8.0 
Hz) , 7. 89 (2H, d, J = 8. 8 Hz) , 8. 03 (1H, d, J 
= 1.6 Hz), 9.33(4H, br s), 9.90(1H, s) 

FAB-MS (m/z) : 502 (M+H)* 



HO N ^COOEt W 



HCl 



NMR (DMS0-d 6 ) : 

<5: 1.33(3H, t, J = 7.4 Hz), 2. 79 (3H, s), 
4.32(2H, q, J = 7.3 Hz), 5.26(2H, s), 
6.86(2H, d, J = 8.8 Hz), 7. 03 - 7.08(1H, m), 
7.26 - 7.37(3H, m), 7.67(1H, d, J = 8.4 Hz), 
7.840H, dd, J = 1.6 Hz , 8.4 Hz), 7.91 (2H, 
d, J = 8.8 Hz), 8.10 (1H, d, I = 1. 6 Hz), 

FAB-MS (m/z): 546 (M+H)» 



tJ+Me 



HCl 



NMR(DMS0-d 6 ) : 

(5: 2. 12-2. 24 (1H, m), 2. 38-2. 49 (1H, m), 2.79(3H, 
d, J=4.9Hz), 3. 92-3. 99 (2H, m), 3. 01-3. 20 (4H, 
m), 3. 39-3. 58 (4H, m), 3. 76-3. 85 (1H, m), 3.90- 
4.03(1H, m), 6.86(2H, d, J=9.3Hz), 7.4K1H, 
d, J=8.3Hz), 7. 43-7. 49 (2H, m), 7. 61-7. 67 (1H, 
m), 7.75(2H, dd, J=1.5Hz, 9.3Hz), 7.880H, d, 
J=1.5Hz), 7.98(2H, d, J=9.3Hz), 9.35(2H, s), 
9.45(2H, s), 9.9K1H, s), 11.37(1H, s) 

FAB-MS (m/z): 500 (M+H) + 
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3S3 (ft*) 



6 


2 COOEt 

HCl 


NMR (DMS0-d 6 ) : 

6: 1.32C3H, t, J=7.0Hz), 2.78(3H, s), 4.3K2H, 
q, J=7.0Hz), 6.86(2H, d, J=8.8Hz), 7.40- 
7.46(3H, m), 7.53(1H, dt, J=1.9Hz, 7.1Hz), 
7.62(1H, s), 7.76(1H, dd, J=1.9Hz, 7.1Hz), 
7.90(1H, d. J=1.4Hz), 7. 96 (2H, d, J=8. 8Hz) 

FAB-MS (m/z) : 544 (M+H)* 


7 


NH ll^^sJ-COOH 

HCl 


NMR (DMS0-d 6 ) : 

<5: 2.79(3H, d, J = 4. 8 Hz), 6. 87 (2H, d, J = 
8.8 Hz), 7.43C1H, d, J = 16.0 Hz), 7.53(1H, 
d, J = 16.0 Hz), 7. 60 - 7. 64UH, m), 7.73(1H, 
d, J = 8.0 Hz), 7. 83 (1H, dd, J = 1.6 Hz , 8.4 
Hz), 7.89UH, d, J = 7.6 Hz), 
FAB-MS (m/z): 498 (M+H) + 


8 


NH 

HCl 


NMR(DMS0-d 6 ): 

<5: 1.33(3H, t, J = 7.2 Hz), 2.80(3H, d, J = 
4.8 Hz), 4. 34 (2H, q, J = 7. 2 Hz), 6.88(2H, d, 
J = 9.2 Hz), 7.42 - 7. 51 (2H, m), 7.58 - 
7.65(2H, m), 7.84 - 7. 87(2H, m), 7.90(1H, s), 
7. 96 - 8. 01 (4H, m) 

FAB-MS (m/z): 542 (M+H) + 


9 


HCl 


NMR (DMSO-dj) : 

<5 :2. 10 - 2.4K2H, a), 2.78(3H, s), 3.02- 
3.22(2H, m), 3.35 - 3. 57(4H, m), 3.67 - 
3.81 (4H, m), 3.87 - 3.99(1H, m), 6.80 - 
6.95(4H, a), 7. 1K1H, d, J = 7.3 Hz), 7.17 - 
7.28(2H, m), 7.57(2H, d, J = 8. 8 Hz), 7.85 
(2H, d, J = 8. 8 Hz), 10.02UH, s), 10. 19(1H, 
s), 10.4K1H, s), 10.64OH, brs) 

FAB-MS (m/z): 475(M+H) + 


10 


HCl 


NMR(DMS0-d 6 ): 1 
6: 2.78(3H, s), 6.84(2H, d, J = 9.3 Hz), \ 
7.10 - 7. 13(1H, m), 7.15 - 7. 18(1H, m), 7.22 
- 7.26(1H, m), 7.36(2H, d, J = 8. 8 Hz), 7.71 
(2H, d, J = 8.7 Hz), 7.85 (2H, d, J = 8. 8 Hz) 

FAB-MS (m/z): 479 (M+H)* 


11 


HCl 


NMR (DMS0-d 6 ) : 

6 :2. 10 - 2. 22 (1H, m), 2. 28 - 2. 41 (1H, m), 
2.77(3H, d, I = 4.9 Hz), 3.02 - 3.21 (2H, m), 
3. 38 - 3. 57(4H, m), 3.75(1H, dd, J = 9. 7 Hz, 
16.1 Hz), 3.93UH, dd, J = 2. 9 Hz, 16.6 Hz), 
6.85(2H, d, J = 8.8 Hz), 7.09 - 7. 27(5H, m), 
7.69(2H, dd, J = 5. 1 Hz, 9.1 Hz), 7.85 (2H, 
d, J = 8.8 Hz), 9.75 - 10. 10(1H, br), 
10. 14 (1H, s), 10.36UH, s), 10.86(1H, brs) 

FAB-MS (m/z): 463(M+H) + 



38 



WO 01/74791 



PCT/JP01/02673 
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12 



O 



-Me 



HCl 



NMR (DMSO-ds) : 

d:2. 11 - 2.40(2H, m), 2.27(3H, s), 2.78(3H, 
s), 3.01 - 3.22(2H, m), 3.38 - 3.55(4H, m), 
3. 73 (1H, dd, J = 9. 7 Hz, 16.1 Hz), 3.93(1H, 
d, J = 15. 1 Hz), 6.83 - 6.9K3H, m), 7. 11 (1H, 
dd, J = 1.4 Hz, 8.3 Hz), 7.15 - 7.20(2H, m), 
7.24 (1H, t, J = 7.8 Hz), 7.44(1H, d, J = 8.3 
Hz), 7.49 0H, s), 7. 86 (2H, d, J = 8.8 Hz), 
9. 96(1H, s), 10. 14(1H, s), 10. 17(1H, s), 
10. 54 (1H, brs) 

FAB-MS (m/z): 459(M+H) + 



13 



Br 




HCl 



NMR(DMS0-d 6 ): 

<5:2.79(3H, d, J = 2.4 Hz), 6.84(2H, d, J = 
9.3 Hz), 7. 11 (1H, dd, J = 1.3 Hz, 8.1 Hz), 
7. 16 (1H. d. J = 6.8 Hz), 7.24 (1H, t, J = 7. 
Hz), 7.48(2H, d, J = 8.8 Hz), 7. 65 (2H, d, J 
8.8 Hz), 7.84(2H, d, J = 8.8 Hz), 9. 95 (1H, 
s), 9.97(1H, s), 10.39OH, s), 10.48- 
10.65(1H, br) 

FAB-MS (m/z): 523(M+H) + 



14 




NMR(DMS0-d 6 ): 

5:2.12 - 2.20(1H, m), 2. 32 - 2.43(1H, m), 
2.78C3H, d, J = 4.8 Hz), 3.05 - 3.20(2H, m), 
3.39 - 3.56(4H, m), 3.73 - 3.82(1H, m), 3.91 - 
3.97 0H, m), 6.90(2H, d, J = 8.7 Hz), 7.65(1H, 
dd, J = 2.4 Hz , 8.8 Hz), 7.79(2H, d, J = 8.8 
Hz), 7.99 - 8.02(2H, m), 8.11 (1H, d, J = 8.8 
Hz), 8. 43 OH, d, J = 8. 8 Hz), 8. 48 (1H, d, J = 
2.5 Hz), 10.94OH, br s), 11.23UH, s), 
11. 29 (1H, s) 
FAB-MS (m/z): 498 (M)* 



15 



MeO 




NMR(DMS0-d 6 ): 

<5:2.25(3H, s), 3.75(3H, s), 6.79(2H, d, J = 
8.8 Hz), 6.91 - 7.0K3H, m), 7.24(1H, d, J = 
2.5 Hz), 7.6K2H, d: J = 8. 8 Hz), 7.69 (2H, 
d, J = 8.8 Hz), 8.280H, d, J = 8.8 Hz), 

FAB-MS (m/z): 475(M+H) + 



16 



MeO. 




NMR (DMSO-ds) : 

6:2.25 (3H, s), 3.76 (3H, s), 6.55 (1H, dd, J 

= 8.8, 2.4 Hz), 6.82 (2H, d, J = 9. 3 Hz), 6.95 

(2H, d, J = 8. 8 Hz) , 7. 57 (2H, d, J = 8. 8 Hz) , 

7. 74 (2H, d, J = 9. 3Hz) , 7. 84 (1H, d, J = 8. 8 
Hz), 8.27 (1H, d, J = 2.4 Hz), 
FAB-MS (m/z): 475 (M+H)* 
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3 («*) 



17 



Me 



H-n-COOH 
H— "-COOH 



NMR(DMS0-d 6 ): 

5:2.11 - 2.20(2H, m), 2.83(3H, s), 3.20 - 
3.45(4H, m), 3. 52 (2H, t, J = 6.0 Hz), 3.72 - 
3.88(5H, m), 6.03(2H, s), 6.80(1H, d, J = 8. 0 
Hz), 6.85C2H, d, J = 8. 8 Hz), 7.04(2H, d, J = 
8.8 Hz), 7. 14(1H, t, J = 8.0 Hz), 7.24(1H, d, J 
= 8.0 Hz), 7.85(2H, d, J = 8. 8 Hz), 7. 91 (2H, d, 
J = 8.8 Hz), 9. 47 (1H, s), 9. 67 (1H, s), 9.77(1H, 
s) 

FAB-MS (m/z) : 475 (M+H) + 



18 



CI 




hhn 




O K^> 



OH 



•Me 



HC1 



NMR(DMS0-d 6 ): 

<5:2.79(3H, s), 6.82 - 6.86(3H, m), 7.13 - 
7.17C1H, m), 7.220H, d, J = 8.3 Hz), 7.58(2H, 
d, J = 8.3 Hz), 7.89 - 7.93(4H, m), 
FAB-MS (m/z) : 479 (M+H) + 



19 




NMR(DMS0-d 6 ): 
6 :2.79(3H, s), 6.82-6 
7.17UH, m), 7.22(1H, d, 
d, J = 8.3 Hz), 7.83(2H, 
7.92C2H, d, J = 8.8 Hz) 
FAB-MS (m/z) : 523 , 525 (M+H)* 



86 (3H, m), 7. 13 - 
J = 7. 8 Hz) , 7. 72 (2H, 
d, J = 8. 3 Hz) , 



20 




Me 



HC1 



NMR(DMS0-d6) : 

5:2.79(3H, s), 6.82 0H, d, J = 8.3 Hz), 

6.86(2H, d, J = 8.8 Hz), 7.13 - 7. 17(1H, m), 

7.27(1H, d, J = 8.4 Hz), 7.36 - 7.79(2H, m), 
7.64 - 7. 68(2H, m), 7.95(2H, d, J = 8. 3 Hz), 
9.56(1H, s) 

FAB-MS 0a/ z) : 459 (M+H) + 



21 



MeO. 
CI 





H HI 



HCl 



NMR(DMS0-d 6 ): 

d: 2.69(3H, s), 3.92(3H, s), 6.81 - 6. 84 (3H, 
m), 7. 14 (1H, dd, J = 7. 8, 8.3Hz), 7.22UH, d, J 
= 7.8Hz), 7.27UH, d, J = 8.8Hz), 7.880H, dd, J 
= 2.0, 8.3Hz), 7.93(2H, d, J = 8.8)), 7. 95 (1H, 
d, J = 2.0Hz) 
FAB-MS m/z : 509 (M + ) 



22 




NMR (DMS0-d 5 ) : 

6:2.80(3H, d, J =3.9 Hz), 6. 79 - 6.88(3H, m), 
7.10 - 7. 18(2H, m), 7.24(1H, d, J = 3.9Hz), 
7.72 0H, d, J = 3.9Hz), 7.95(2H, d, J = 8.8Hz), 
FAB-MS m/z: 485 (M») 



23 




Me 



NMR (DMS0-d s ) : 

5:2.78(3H, s), 6.82 - 6.85(3H, m), 7.13 - 
7. 17 (1H, m), 7.220H, d, J = 7.8 Hz), 7.32 - 
7.37(2H, m), 7.93(2H, d, J = 8.8 Hz), 7.95 - 
7.99(2H, m) 

FAB-MS (m/z) : 463(M+H)» 



40 
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24 




Me 



NMR (DMS0-d 6 ) : 

S:2.76(3H, s), 6.83 - 6.87(3H, a). 7. 16 - 
7.20(1H, m), 7.3K1H, d, J = 8. 3 Hz), 7.59 - 
7.66(2H, a). 7. 94 - 8. 04 (6H, m), 8.50(1H, s), 
FAB-MS (m/z) : 495 (M+H)* 



25 



HC1 



NMR(DMS0-d 6 ) : 

<5:2.80(3K, d, J =4.3 Hz), 6.81 - 6.86(3H, a). 
7.11 - 7.17(2H, m), 7. 33 (1H, d, J = 3.9Hz), 
7. 66 (1H, d, J = 4. 4Hz) , 7. 94 (2H, d, J = 8. 8Hz) 
FAB-MS (m/z): 529, 531 (M+H)* 



26 





OH 



HC1 



NMR(DMSO-dj) : 

<5:2.75(3H, s), 6.84 - 6.88(3H, m), 7. 15 - 
7. 19 (1H, n). 7.33 - 7.37(2H, m), 7.47 - 7. 51 (1H, 
m), 7.57(1H, d, J = 8. 3 Hz), 7. 67 (1H, s), 
7.80OH, d, J = 7.8 Hz), 8.00(2H, d, J = 8. 3 Hz) 
FAB-MS (m/z): 485 (M+H) + 



27 





OH 



HCl 



NMR (DMSO-dj) : 

<5: 2.75(3H, d, J = 4.9 Hz), 6.83(2H, d, J = 9.3 
Hz), 6.880H, d, J = 7.8Hz ), 7.17 - 7.2K1H, 
m), 7.29UH, d, J = 7. 8 Hz), 7.79 - 7.82UH, m), 
7.98 - 8.01 (3H, m), 8.17 - 8.20(2H, m), 9. 16(1H, 
s), 9.44 0H, d, J = 1.9 Hz) 
FAB-MS (m/z): 496 (M+H)* 



28 



HCl 



NMR (DMS0-d 6 ) : 

5:2. 80(3H, d, J = 2.4 Hz), 6.40(1H, d, J = 3.9 
Hz), 6.80(1H, dd, J = 1.5Hz, 7. 8Hz ), 6.86(2H, 
d, J = 8.8 Hz), 7.10 - 7. 18(2H, m), 7.53(1H, d, 
J = 3.9 Hz), 7.94(2H, d, J = 8. 8Hz) 
FAB-MS (m/z): 481 (M+H) + 



29 



Me( 




O «L^ OH ^ 

HCl 



NMR(DMS0-d s ) : 

<5:2.79(3H, d, J = 5.9 Hz), 3.81(3H, s), 
6.80(1H, d, J = 8.3 Hz), 6.85(1H, d, J = 8. 8 
Hz), 7.03(2H, d, J = 8. 8 Hz), 7.12 - 7.17QH. 
m), 7.24- 7.270H, m), 7.86(2H, d, J = 8. 8 Hz), 
8.18UH, d, J = 8.7 Hz), 8.79(1H, s) 
FAB-MS (m/z): 476 (M+H) + 



30 



MeO. 




NMR(DMS0-d 6 ) : 

<5:2.79(3H, s), 6.82 - 6.86(3H, m), 7.12 - 
7.16(1H, m), 7.220H, d, J = 7.8 Hz), 7.27 - 
7.3K1H, m), 7.72 - 7.77(2H, m), 7.94(2H, d, J 
8.3 Hz), 

FAB-MS (m/z): 4 93 (M+H) ♦ 



31 



MeO. 




Me 



HCl 



NMR (DMS0-d 6 ) : 

5:2.79(3H, d, J = 5. 9 Hz), 3.05 - 3.2K2H, m), 
3.82(3H, s), 6.85(2H, d, J = 9.3 Hz), 7.03(2H, 
d, J = 8.8 Hz), 7.13 - 7. 18(1H, m), 7.31 - 
7.37UH, m), 7.55 - 7.59(1H, m), 7.89(2H, d, J « 
8.8 Hz), 7.94(2H, d, J = 8. 7 Hz) 
FAB-MS (m/z): 477 (M+H) * 



41 
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32 




NMR(DMS0-d 6 ) : 

6 :1. 82 - 2.01 (2H, m), 3.46 - 3. 89(1 1H, m), 
6.80UH, d, J = 7.8 Hz), 6.86(2H, d, J = 8.8 
Hz), 6.97 - 7.21 (5H, m), 7.25(1H, d, J = 8.3 
Hz), 7. 78 - 7. 94 (4H, m), 8.18(2H, s), 9.5K1H, 
s), 9.66C1H, brs), 9.82(1H, s), 13.46(1H, brs), 
FAB-MS (m/z): 538(M+H) f 



33 




HC1 



NMR(DMSO-d 6 ): 

6:2.24(1. 5H, s), 2.26(1. 5H, s), 2. 84 - 2. 95 (3H, 
m), 6.8K1H, d, J = 7.8 Hz), 6.84 - 6.93(2H, m), 
7.04(2H, d, J = 8.8 Hz), 7. 14(1H, t, J = 8.3 
Hz), 7.240H, d, J = 8.3 Hz), 7.87(2H, d, J = 
8.8 Hz), 7.9K2H, d, J = 8. 9 Hz) 
FAB-MS (m/z): 516(M+H) + 



34 



HC1 



NMR(DMSO-dt): 

d:6.80 (1H, dd, J = 0. 9 Hz, 8.3 Hz), 6.85(2H, 

d, J = 8.7 Hz), 7.03(2H, d, J = 8.7 Hz), 

7. 14C1H. t, J = 8.3 Hz), 7.24(1H, d, J = 7. 8 

Hz), 7.43 - 7.5K3H, m), 7.54 - 7.6K2H, m), 

7.86(2H, d, J = 8.7 Hz), 7.9K2H, d, J = 8. 7 Hz) 
FAB-MS (m/z): 551(M+H) f 



35 



MeO. 




Me 



COOEt 



HC1 



NMR(DMS0-d 6 ): 

<5: 1.14(3H, t, J = 6.8 Hz), 2.80(3H, d, J = 

4.4 Hz), 3.83(3H, s), 4. 16(2H, q, J = 7.2 Hz), 

6.86(2H, d, J = 8.8 Hz), 7.06(2H, d, J = 8.8 

Hz), 7.39 - 7.430H, m), 7.68UH, dd, J = 1.5 

Hz , 7.8 Hz), 7.86 - 7. 88(3H, m), 7.94(2H, d, J 
= 8. 7 Hz) 

FAB-MS (m/z) : 531(M+H) + 



36 



MeC Y"i] hHnY*| _ 
^COOEt 



HC1 



NMR(DMS0-d 5 ) : 

<5: 1.2K3H, t, J =7.3 Hz), 2.78(3H, d, J = 4.9 
Hz), 4.17(2H, q, J = 7. 3 Hz), 4.83(2H, s), 
6.86(2H, d, J = 9.3 Hz), 6.920H, d, J = 7.3 
Hz), 7.04(2H, d, J = 8. 8 Hz), 7.25 - 7. 29 (1H, 
m), 7.49UH, d, J = 7.8 Hz), 7.86(2H, d, J = 8.8 
Hz), 7.93(2H, d, J = 8. 8 Hz) 
FAB-MS (m/z): 561(M+H) + 



37 



MeO 




Me 



COOH 



HC1 



NMR (DMSO-dj) : 

6: 2.78(3H, s), 4.75(2H, s), 6.86(2H, d, J = 
9.3 Hz), 6.94QH, d, J = 7. 3 Hz), 7.04(2H, d, J 
= 8.8 Hz), 7.25 - 7. 30(1H, m), 7.50(1H, d, J = 
7.9 Hz), 7.85(2H, d, J = 8. 8 Hz), 7.95(2H, d, J 
= 8. 8 Hz) 

FAB-MS (m/z): 533(M+H) + 



38 



MeO. 




NMR (DMS0-d 6 ) : 

<5: 2.77(3H, d, J = 4. 4 Hz), 6.87(2H, d, J = 8. 7 
Hz), 7.05(2H, d, J = 8. 8 Hz), 7.38 - 7.42UH, 
m), 7.75 0H, d, J = 7. 3 Hz), 7. 88 - 7. 94(5H, m) 
FAB-MS (m/z): 503(M+H) + 



42 
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39 



HCl 



NMR (DMS0-d 6 ) : 

<5 : 2. 12 - 2.22C1H, m), 2.26 - 2.39(1H, m), 
2.79(3H, d, J = 3.9 Hz), 3.05 - 3.21 (2H, m), 
3.39 - 3.55(4H, m), 3.66 - 3.79(3H, m), 3. 81 (3H, 
s), 3.90 - 3.97(1H, m), 4.1K2H, t, J = 4. 9 Hz), 
4.86 0H, br s), 6.86(2H, d, J = 8. 8 Hz), 
6.97(1H, d, J = 7.4 Hz), 7.04(2H, d, J = 8. 8 
Hz), 7.25 - 7. 29UH, m), 7.42UH, d, J = 8.3 
Hz), 7.86(2H, d, J = 8. 7 Hz), 7.92(2H, d, J = 
8.8 Hz), 9.55 0H, s), 9.89(1H, s), 10.67(1H, br 
s) 

FAB-MS (m/z): 519(M+H) f 



40 



MeO 





OMe 



Me 



HCl 



NMR (DMS0-d 6 ) : 

<5: 2.79(3H, d, J = 4.9 Hz), 6.85(2H, d, J = 8.8 
Hz), 6.950H, d, J = 8.3 Hz), 7.02(2H, d, J = 
8.7 Hz), 7.29QH, t, J = 8. 3 Hz), 7.42C1H, d, J 
= 8.3 Hz), 7.84C2H, d, J = 8. 8 Hz), 7.92(2H, d, 
J = 8. 8 Hz) 

FAB-MS (m/z) : 489 (M+H) + 



41 



MeO 




(free) 



NMR (DMS0-d 6 ) : 

<5 : 2.08 - 2.23 (2H, m), 2.84(3H, s), 3.10- 
4.05(11H, m), 6. 93 (2H, d, J = 9. 3 Hz), 6.95(1H, 
d, 8.3 Hz), 7. 01-7. 08 (3H, m), 7. 28(1H, t, J = 
8.3 Hz), 7.7QH, dd, J = 1.4 Hz, 8.3 Hz), 
7.83(2H, d, J = 8.8 Hz), 7. 92 (2H, d, J = 9.2Hz), 
9.4(1H, brs), 9.9K1H, s), 10.37QH, s) 
FAB-MS (m/z) : 553 (M-H) + 



42 



MeO. 




Me 



HCl 



NMR (DMS0-d 6 ) : 

<5:2.79(3H, d = 4. 9 Hz), 6.78 0H, d, J = 7. 8 

Hz), 6.82(2H, d, J = 8. 8 Hz), 7.06(2H, d, J = 

8.8 Hz), 7. 13(1H, t, J = 7.8 Hz), 7. 30(1H, d, J 

= 7.8 Hz), 7.75(2H, d, J = 8. 8 Hz), 8. 01 (2H. d, 
J = 8. 8 Hz) , 
FAB-MS (m/z): 475(M+H) + 



43 



MeO 




NMR (DMS0-d 6 ) : 

<5: 6.8K1H, dd, J = 1.5, 8.3 Hz), 6.86(2H, d, J 
= 8.8 Hz). 7.03(2H, d, J = 8. 7 Hz), 7. 13 (1H, t, 
J = 8.3 Hz), 7.250H, d, J = 8.3 Hz), 7.87(2H, 
d, J = 8.8 Hz), 7.93(2H, d, J = 8.8 Hz), 
FAB-MS (m/z) : 461(M+H) f 



44 



MeO. 




NMR (DMS0-d { ) : 

d: 0.35 - 0.43(2H, m), 0.61 - 0.67(2H, m), 1.08 
- 1.15QH, m)6.81(lH, dd, J = 1.0 Hz , 8.8 Hz), 
6. 86 (2H, d, J = 8. 8 Hz) , 7. 03 (2H, d, J = 8. 3 
Hz), .7. 11 - 7.16(1H, m), 7.24(1H, dd, J = 1.0 
Hz , 7.9 Hz), 7.87(2H, d, J = 8. 8 Hz), 7.93(2H, 
d, J = 8. 8 Hz) , 
FAB-MS (m/z): 515(M+H) f 



43 
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45 



MeO. 




NMR (DMS0-d 5 ) : 

<5:6.81(1H, d. J = 8.3 Hz), 6.84 - 6.93(2H, m), 
7.03(2H, d, J = 9.3 Hz), 7. 13(1H, t, J = 8.3 
Hz), 7.25(1H, d, I = 8.3 Hz), 7.88(2H, d, J = 
8.2 Hz), 7.92(2H, d, J = 8. 3 Hz) 
FAB-MS (m/z): 502(M+H) + 



46 



HC1 



NMR (DMS0-d 6 ) : 

<5: 6.80 - 6.86(3H, m), 7.03(2H, d, J = 8.8 Hz), 
7.11 - 7. 160H, m), 7. 24 0H, dd, J = 1.0 Hz , 
7.8 Hz), 7.87(2H, d, J =8.8 Hz), 7.93(2H, d, J 
= 8. 8 Hz) 

FAB-MS (m/z) : 515(M+H) + 



47 



HC1 



NMR (DMSO-dj) : 

5:1.21 - 1.28(6H, m), 6.80(1H, d, J = 7.9 Hz), 
6.85(2H, d, J = 8.8 Hz), 7.03(2H, d, J = 8.8 
Hz), 7.14(1H, t, J = 7.9 Hz), 7.240H, d, J ■ 
7.8 Hz), 7.86(2H, d, J = 8. 3 Hz), 7.92(2H, d, J 
= 8. 8 Hz) 

FAB-MS (m/z): 503 (M+H)* 



48 



MeO. 




OMe 



HC1 



NMR(DMS0-d 6 ) : 

5:6.73 - 6.88(3H, m), 7.03(2H, d, J = 8.8 Hz), 
7.14UH, t, J = 8.3 Hz), 7.24CH, dd, J = 1.4 
Hz, 8.3 Hz), 7.87(2H, d, J = 8. 8 Hz), 7.93(2H, 
d, J = 8. 8 Hz) , 
FAB-MS (m/z): 519(M+H) + 



49 




NMR (DMS0-d 6 ) : 

6 :2. 10 - 2.21UH, m), 2. 23 - 2. 37(1H, m), 
2.79(3H, d, J = 4.9 Hz), 3.02 - 3.21 (2H, m), 
3.37 - 3. 56 (4H, m), 3.66 - 3.95(2H, m), 6. 81 (2H, 
d, J = 8.8 Hz), 7. 15(2H, s), 7.82(2H, d, J = 8. 8 
Hz), 7.89 0H, dd, J = 2.5, 8.8 Hz), 8.08UH, d, 
J = 8.8 Hz), 8.36UH, d, J = 2.4 Hz), 9.51(1H, 
s), 10.33 - 10.63 (2H, br), 10.68(lH,s) 
FAB-MS (m/z) : 514(M+H)* 
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>~Me 



HC1 



NMR (DMS0-d 6 ) : 

(5:2.10 - 2.33(2H, m), 2.79(3H, s), 3.01 - 
3.22(2H, m), 3.35 - 3.51(4H, m), 3. 65 - 3.79(1H, 
m), 3. 85 - 3. 98(1H, m) , 6. 81 (2H, d, J = 8. 8 Hz), 
7.27(2H, s), 7.82(2H, d, J = 9. 3 Hz), 7.89(1H, 
dd, J = 2.5, 8.8 Hz), 8.08(1H, d, J = 9. 2 Hz), 
8.36UH, d, J = 2.9 Hz), 9.50OH, s), 10.37(1H, 
brs), 10.44UH, s), 10. 69(lH,s) 
FAB-MS (m/z): 558, 560(M+H) + 
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-Me 



HC1 



NMR (DMS0-d 6 ) : 

<5: 2.22(2H, brs), 2.74(3H, s), 3. 00 - 3. 60 (6H, 
m), 3.81 (2H, brs), 6.82(2H, d, J = 9.3 Hz), 7.10 
- 7.25(3H, m), 7.83(2H, d, J = 8. 8 Hz), 7.90(1H, 
dd, J = 2.8 Hz, 9.1 Hz), 8. 13(1H, d, J = 8. 7 
Hz), 8.35(1H, d, J = 2.5 Hz), 9. 71 (1H, s), 
9.95 0H, s), 10.58OH, s), 10.62 - 10.88UH, br) 
FAB-MS (m/z): 480(M+H) + 



44 



WO 01/74791 



PCT7JP01/02673 
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Me 



CI 



HC1 



NMR(DMS0-d s ): 

6:2.10- 2.34(2H, m), 2.81 (3H, s), 3.01 - 
3.25C2H, m), 3.35 - 3.60(4H, m), 3. 62 - 3.79(4H, 
m), 3.82 - 4.00(1H, m), 6.84(2H, d, J = 9.3 Hz), 
6.88C2H, d, J = 8.8 Hz), 7. 12(1H, d, J = 2.5 
Hz), 7.18UH, d, J = 2.4Hz), 7.54(2H, d, J = 
9.3 Hz), 7.84(2H, d, J = 8. 8 Hz), 9.860H, brs), 
9.96UH, s), 10. 16 (1H, s), 10.43(lH,s) 
FAB-MS (m/z): 509(M+H) + 
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COOEt 



HC1 



NMR (DMS0-d 6 ) : 

«5: 1.35(3H, t, J = 7. 3 Hz), 2.79C3H, d, J = 
4.9 Hz), 4.35(2H, q, J = 7. 3 Hz), 6.85(2H, d, 
J = 9.3 Hz), 7.68 - 7. 74(1H, m), 7.82 - 
7.88(2H, m), 7. 92 - 7.98(3H, m), 8. 19 - 
8.240H, m), 8.27(1H, s), 8.38 (1H, s) 

FAB-MS (m/z) : 559 (M+H)* 
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COOH 



HC1 



NMR(DMS0-d 5 ): 

6 : 2. 79 (3H, d, J = 4. 9 Hz) , 6. 85 (2H, d, J 

9.3 Hz), 7. 76 - 7.84(3H, m), 7.98(2H, d, J 

8.8 Hz), 8.03(1H, d, J = 7. 8 Hz), 8.25 0H, 

s), 8.3K1H, d, J = 7.8 Hz), 8.53(1H, s), 

FAB-MS (m/z): 515 (M+H)* 
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1. TH3— JKjS (I) T?7xZn2>z?7VA>ffimttiX\Z*:<D&o 




X 1 : -C(=0)-NRS -NR 4 -C(=0)- -NR 4 -CH r , -0-CH 2 -, -CH 2 - 

CH r , XK-CH=CH- 

X 2 : -C(=0)-NR 5 -. Xte-NR 5 -C(=OK 

R 1 : 7jC3&BiB\ m$C7)V*)W -mkTiV*rV>-0-mBC7)V*)\,, C 3 _ 8 ^D7 
7U-;K AfD7'J-;K -fii7Ml/>-C 3 . 8 y^D7MJK H£ 

i7Mk>7U-;K -«t;v^ix>-^ptu-;k xb-c(=nr 6 )-®s 
r 2 :-oh, -oH£^T;i/3p;k -o-^t;1/=¥I/>-oh, -o-so 2 -oh, -o- 

tt7Ml^>-COOH, -0-SI7 1/ >- C O 0-fit7;WK -COOH> 

-COO-fii7Jl/^K XteAP^>HH\ 

R 3 : ymm^s AD^r>lSf 1 X««T;i/^;K 

r 4 , r 5 , : m-xfemte?x7mm^ 

2 . R 2 ^-oHT?^-5«^<oieH i tzm<z>i?7-t£rt>mmfcxte^<Dm.o 

^>i£>st tru ^>at, ^^t^st ^7i>s, ^>V77>si, 



51 



WO 01/74791 PCT/JP01/02673 

nh 2 > -NH-ftiTM;i/, -n-(«t;ww 2 , -C(=NH)-NH 2 , -C(=N- 
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[57] ABSTRACT 

Compounds exhibiting a blood-anticoagulant effect on the basis of the inhibition of activated blood 
coagulation factor X and being useful as blood anticoagulants or preventive or therapeutic drugs for 
diseases caused by thrombus or embolus. As the active ingredient of these drugs are used diazepane 
derivatives such as 4-[(3-carbamidoylphenylamino)methyl]-3-[4-(4-methyl-l,4- diazepan-l-yl) 
benzoylaminojbenzoic acid and 3-hydroxy-4'-methoxy-2-{[4-(4- methyl- 1 ,4-diazepan- 1 - yl)benzoyl] 
amino }benzanilide or salts of these derivatives. 
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